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INDEXING IS AVAILABLE FOR THIS PATENT. 

Compounds having the active site of natural lipoxins, but a longer 
tissue half-life are disclosed, in particular, 15-epi-lipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi -1 ipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi -1 ipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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(lipoxin analogs with longer tissue half-life) 
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PhO- CH2- CH- CH= CH- C= C- CH= CH- CH= CH- CH- CH~ (CH2) 3 - C02H 

RN 161718-21-4 US PAT FULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5 , 6, 15-tri hydroxy- 16-phenoxy- , methyl 
ester (9CI) (CA INDEX NAME) 

0 OH OH OH 

II I I I 
MeO- C- (CH2) 3~ CH- CH- CH CH- CH— CH- C= C~ CH= CH- CH- CH2™ OPh 
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AB Compounds having the active site of natural lipoxins, but a longer 
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use in ameliorating undesired cell proliferation, which characterizes 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi -lipoxins and their 
use in ameliorating undesi red cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 161718-14-5P 161718-21-4P 

(lipoxin analogs with longer tissue half-life) 
RN 161718-14-5 USPATFULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5 , 6, 15-tri hydroxy-16-phenoxy- 

(CA INDEX NAME) 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



(9CI) 



OH 



I 

PhO- CH2 - CH- CH= CH- C= C CH= 



OH OH 

= CH- CH— CH- CH- CH- (CH2) 3 - C02 H 



RN 161718-21-4 USPATFULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5,6,15-trihydroxy-16-phenoxy-, methyl 
ester (9CI) (CA INDEX NAME) 



0 OH OH 

MeO- C- (CH2) 3- CH~ CH- CH= CH- CH= CH 



OH 



: C- CH CH- CH- CH2- OPh 



L5 ANSWER 6 OF 11 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR(S) : 



PATENT INFORMATION: 



2002:17471 USPATFULL 

Lipoxin compounds and their use in treating cell 
proliferative disorders 

Serhan, Charles N., Wellesley, MA, UNITED STATES 



NUMBER 



KIND 



DATE 



APPLICATION INFO. : 
RELATED APPLN . INFO 



US 2002010351 Al 20020124 

US 6750360 B2 20040615 

US 2001-803347 Al 20010309 (9) 
Continuation of Ser. No. US 1999-309423, filed on 11 
May 1999, PENDING Division of Ser. No. US 1996-712610, 
filed on 13 Sep 1996, GRANTED, Pat. No. US 6048897 
Continuation-in-part of Ser. No. US 1995-453125, filed 
on 31 May 1995, GRANTED, Pat. No. US 5648512 Division 
of Ser. No. US 1994-260030, filed on 15 Jun 1994, 
GRANTED, Pat. No. US 5441951 Conti nuati on-i n-part of 
Ser. No. US 1993-77300, filed on 15 Dun 1993, ABANDONED 
Utility 
APPLICATION 

Scott D. Rothenberger, Dorsey & Whitney LLP, 220 South 
Sixth Street, Minneapolis, MN, 55402-1498 
20 
1 

8 Drawing Page(s) 
2934 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi -lipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 161718-14-5P 161718-21-4P 

(lipoxin analogs with longer tissue half-life) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi-l ipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 161718-14-5P 161718-21-4P 

(lipoxin analogs with longer tissue half-life) 
RN 161718-14-5 USPATFULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5 , 6 , 15-trihydroxy-16-phenoxy- 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
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LINE COUNT: 
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RN 161718-21-4 USPATFULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5 , 6, 15-trihydroxy-16-phenoxy- , methyl 
ester (9CI) (CA INDEX NAME) 

O OH OH OH 

MeO- C- (CH2) 3~ CH - CH- CH— CH - CH= CH- C~ CH= CH- CH~ CH2~ OPh 



L5 ANSWER 8 OF 11 
ACCESSION NUMBER: 
TITLE: 

INVENTOR(S) : 



USPATFULL on STN 

2001:182721 USPATFULL 

Lipoxin compounds and their use in treating cell 
proliferative disorders 

Serhan, Charles N., Wellsley, MA, United States 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



NUMBER 



KIND 



DATE 



US 2001031882 Al 20011018 

US 2001-803552 Al 20010309 (9) 

Continuation of Ser. No. US 1999-309423, filed on 11 

May 1999, PENDING Division of Ser. No. US 1996-712610, 

filed on 13 Sep 1996, GRANTED, Pat. No. US 6048897 

Continuation-in-part of Ser. No. US 1995-453125, filed 

on 31 May 1995, GRANTED, Pat. No. US 5648512 Division 

of Ser. No. US 1994-260030, filed on 15 Jun 1994, 

GRANTED, Pat. No. US 5441951 Continuation-in-part of 

Ser. No. US 1993-77300, filed on 15 Jun 1993, ABANDONED 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



utility 

APPLICATION 

Scott D. Rothenberger , Dorsey & Whitney LLP, 220 South 
Sixth Street, Minneapolis, MN, 55402-1498 
19 
1 

8 Drawing Page(s) 
2879 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds having the active site of natural lipoxins, but a longer 

tissue half-life are disclosed. In particular, 15-epi-lipoxins and their 
use in ameliorating undesired cell proliferation, which characterizes 
diseases such as cancer, are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 161718-14-5P 161718-21-4P 

(lipoxin analogs with longer tissue half-life) 
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RN 161718-21-4 US PAT FULL 

CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5 , 6 , 15-trihydroxy-16-phenoxy- , methyl 
ester (9CI) (CA INDEX NAME) 

0 OH OH OH 

II I I I 

MeO- C- (CH2) 3 ~ CH- CH- CH= CH- CH= CH- C~ CH= CH- CH- CH2~ OPh 
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LINE COUNT: 
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Absolute stereochemistry. 
Double bond geometry as shown. 
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Absolute stereochemistry. 
Double bond geometry as shown. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Compounds having the active site of natural lipoxins, but a longer 
tissue hlf-life are disclosed. These small molecules are useful for 
treating vasoconstrictive, inflammatory, myeloid suppressive, 
cardiovascular, and gastrointestinal diseases. 

\ 

INDEXING IS AVAILABLE FOR THIS PATENT. 
161718-14-5P 161718-21-4P 

(lipoxin analogs with longer tissue half-life) 
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7,9,13-Hexadecatrien-ll-ynoic acid, 5,6,15-trihydroxy-16-phenoxy- (9CI) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

compounds having the active site of natural lipoxins, but a longer 
tissue half-life are disclosed. These small molecules are useful for 
treating vasoconstrictive, inflammatory, myeloid suppressive, 
cardiovascular, and gastrointestinal diseases. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 161718-14-5P 161718-21-4P 
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CAPLUS COPYRIGHT 2004 ACS on STN 
2004:196485 CAPLUS 
140:385675 

Novel 3-Oxa Lipoxin A4 Analogues with Enhanced 
Chemical and Metabolic Stability Have 
Ant i -inflammatory Activity in Vivo 
Guilford, William J.; Bauman, John G.; Skuballa, 
Werner; Bauer, Shawn; Wei, Guo Ping; Davey, David; 
Schaefer, Caralee; Mallari, Cornell; Terkelsen, 
Jennifer; Tseng, Jih-Lie; Shen, Jun; Subramanyam, 
Babu; Schottelius, Arndt J.; Parkinson, John F. 
Departments of Medicinal chemistry, Immunology, Animal 
Pharmacology and Pharmacokinetics and Drug Metabolism, 
Berlex Biosciences, Richmond, CA, 94804, USA 
Journal of Medicinal Chemistry (2004), 47(8), 
2157-2165 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

Lipoxin A4 (LXA4) is a structurally and functionally distinct natural 
product called an eicosanoid, which displays immunomodulatory and 
anti -inflammatory activity but is rapidly metabolized to inactive 
catabolites in vivo. A previously described analog of LXA4, Me 
16-(4-f 1 uorophenoxy) -5 , 6 f 15-tri hydroxy-7 , 9 , 11, 13-hexadecatet raenoate (2 , 
ATLa) , was shown to have a poor pharmacokinetic profile after both oral 
and i.v. administration, as well as sensitivity to acid and light. The 
chem. stability of the corresponding E,E,E-trien-ll-yne analog, 3, was 
improved over 2 without loss of efficacy in the mouse air pouch model of 
inflammation. Careful anal, of the plasma samples from the 
pharmacokinetic assays for both 2 and 3 identified a previously undetected 
metabolite, which is consistent with metab. by . beta . -oxidn . The 
formation of the oxidative metabolites was eliminated with the 
corresponding 3-oxatetraene , 4, and the 3-oxatri en-ll-yne , 5, analogs of 
2. Evaluation of 3-oxa analogs 4 and 5 in calcium ionophore-induced acute 
skin inflammation model demonstrated similar topical potency and efficacy 
compared to 2. The 3-oxatri en-ll-yne analog, 5, is equipotent to 2 in an 
animal model of inflammation but has enhanced metabolic and chem. 
stability and a greatly improved pharmacokinetic profile. 
685880-73-3 

RL: PKT (Pharmacokinetics); THU (Therapeutic use); BIOL (Biological 
study) ; uses (uses) 

(antiinflammatory oxa lipoxin A4 analogs with enhanced chem. and 

metabolic stability) 
685880-73-3 CAPLUS 

7,9, 13-Hexadecatri en-ll-ynoi c aci d , 16- (4-f 1 uorophenoxy) -5 , 6 , 15-t ri hydroxy- 
, (5S,6R,7E,9E,13E,15S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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hexadecatetraenoate, an analogue of 15R-Lipoxin A4 
Phillips, Eifion D.; Chang, Hui-Fang; Holmquist, 
Christopher R.; McCauley, John P. 

Astrazeneca R&D Wilmington, Department of Chemistry, 
Wilmington, DE , 19850, USA 

Bioorganic & Medicinal Chemistry Letters (2003), 

13(19), 3223-3226 

CODEN: BMCLE8; ISSN : 0960-894X 
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I 



AB We describe a method for the synthesis of Me (5S,6R,7E,9E,11Z,13E,15S)-16- 
(4-f 1 uorophenoxy) -5 , 6 , 15-t ri hydroxy-7 , 9 , 11, 13-hexadecatet raenoate (I) , a 
compd. that has been described as a metabolically stable analog of 
15R-lipoxin A4. The C12-C13 bond is formed via a cross-coupling reaction, 
and a selective redn. with an activated zinc alloy gives the C11-C12 cis 
double bond. 

IT 620973-06-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of a fl uorophenoxy lipoxin A4 analog via cis- redn. and 
cross-coupling) 
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CN 7,9, 13-Hexadecatri en-ll-ynoi c acid , 16-(4-f 1 uorophenoxy) -5 , 6 , 15-t ri hydroxy - 
, methyl ester, (5S,6R,7E,9E, 13E,15S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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TITLE: Lipoxin A4 and aspirin-triggered 15-epi-lipoxin A4 

antagonize TNF-. alpha. -stimulated neutrophil- 
enterocyte interactions in vitro and attenuate 
TNF-. alpha. -induced chemokine release and colonocyte 
apoptosis in human intestinal mucosa ex vivo 

AUTHOR (S) : Goh, Jason; Baird, AlanW.; O'Keane, Conor; William, 

R . ; Watson, G . ; Cottell , David; Bernasconi , Giovanni; 
Petasis, Nicos A.; Godson, Catherine; Brady, Hugh R.; 
MacMathuna, Padraic 

CORPORATE SOURCE: Departments of Gastroenterology, Mater Mi sericordiae 

Hospital, University College Dublin, Dublin, Ire. 

SOURCE: Journal of Immunology (2001), 167(5), 2772-2780 

CODEN: JOIMA3; ISSN: 0022-1767 

PUBLISHER: American Association of Immunologists 

DOCUMENT TYPE: Journal 

language: English 

AB Lipoxins (LXs) are 1 ipoxygenase-derived eicosanoids and putative 

endogenous braking signals for inflammation in the gastrointestinal tract 
and other organs. Aspirin triggers the prodn. of 15-epimers during 
cell-cell interaction in a cytokine-primed milieu, and aspirin-triggered 
15-epi-5(S) ,6(R) , 15(S)-tri hydroxy-7, 9, 13-trans-ll-cis -eicosatetraenoic 
acid (15-epi-LXA4) may contribute to the bioactivity profile of this 
prototype nonsteroidal anti-inflammatory drug in vivo. We detd. the 
effect of LXA4, 15- (R/S) -methyl -11, 12-dehydro-LXA4 Me ester 
(15- (R/S) -methyl -LXA4) , and stable analogs of LXA4 on TNF-. alpha. - 
stimulated neutrophil -enterocyte interaction in vitro and 
TNF-. alpha. -stimulated chemokine release, changes in mucosal architecture, 
and enterocyte apoptosis in cytokine-acti vated intact human colonic mucosa 
ex vivo. LXA4, 15-(R/S)-epi-LXA4, and 16-phenoxy-ll, 12-dehydro- 
17,18,19,20-tetranor-LXA4 Me ester (16-phenoxy-LXA4) inhibited 
TNF- .alpha. -stimulated neutrophil adherence to epithelial monolayers at 
nanomolar concns. In parallel expts . involving human colonic mucosa ex 
vivo, LXA4 potently attenuated TNF-. alpha. -stimulated release of the C-X-C 
chemokine IL-8, and the c-c chemokines monocyte-chemoattractant protein-1 
(MCP-1) and RANTES. Exposure of strips of normal human colonic mucosa to 
TNF-. alpha, induced disruption of mucosa architecture and enhanced 
colonocyte apoptosis via a caspase-3-independent mechanism. Prior 
exposure of the mucosa strips to 15-(R/s) -methyl -LXA4 attenuated 
TNF-. alpha. -stimulated colonocyte apoptosis and protected the mucosa 
against TNF-. alpha. -induced mucosal damage. In aggregate, our data 
demonstrate that lipoxins and aspirin-triggered 15-epi-LXA4 are potent 
antagonists of TNF- .alpha . -mediated neutrophi 1 -enterocyte interactions in 
vitro, attenuate TNF- .alpha. -triggered chemokine release and colonocyte 
apoptosis, and are protective against TNF- .alpha. -induced morphol . 
disruption in human colonic strips ex vivo. Our observations further 
expand the anti -inflammatory profile of these 1 i poxygenase-deri ved 
eicosanoids and suggest new therapeutic approaches for the treatment of 
inflammatory bowel disease. 
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AB Lipoxin analogs, e.g., I, having the active site of natural lipoxins but a 
longer tissue half-life, are prepd. Thus, I was prepd. via reaction of 
3-methyl -3- (t ri methyl si 1 yl oxy) -1-bromo-l-octene wi th (7E , 9E , 5S , 6R) -Me 
5 , 6-bi s (tert-butyl di methyl si lyl oxy) -7 , 9-dodecadi en-ll-ynoate i n benzene 
contg. propylamine and Pd(PPh3)4 and treating the product with BuN4Fin 
THF. In particular, 15-epi-l ipoxins and their use in ameliorating 



undesired cell proliferation, which characterizes diseases such as cancer, 
are also disclosed. The prepd. compds. inhibited neutrophil adhesion to 
endothelial cells and their transmigration on epithelial cells. Among the 
prepd. compds., those with acetyl em c groups were more stable than others; 
also the compd. that lacked a 15-OH group showed no biol. activity. 
[14,15-3H]LXA4 was prepd. and its specific binding to promyelocytic cells 
(HL-60) was compared with that of [14, 15-3H] LTB4 and the results are 
essentially in agreement with values recently reported by Harada (1991). 
Bioassays of prepd. compds. were also carried out. 
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Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Pharmaceutical compn 
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s. contg. lipoxin compds. and therapeutic uses for the 
or preventing a disease or condition assocd. with 
inflammation are provided. Also disclosed are methods 
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for screening for compds . useful in preventing columnar epithelial 
inflammation. The compds. include lipoxin A4 and analogs thereof. 
Compds. were tested for their ability to inhibit neutrophil transmigration 
on epithelial cells. Prepn. of lipoxin compds. is also described. 
193279-93-5 193611-76-6 
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(Uses) 

(lipoxin compds., and prepn. thereof, for modulation of inflammation 
related to columnar epithelia) 
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7,9, 13-Hexadecat ri en-ll-ynoi c aci d , 5 , 6 , 15-t ri hyd roxy- 16-phenoxy- , 
(5S,6R,7E,9E,13E)- [partial]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry as shown. 
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CN 7,9,13-Hexadecatrien-ll-ynoic acid, 5,6,15-trihydroxy-16-phenoxy-, methyl 
ester, (5S , 6R, 7E, 9E , 13E)- [partial] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Lipoxins (LX) are bioactive eicosanoids that carry a tetraene structure 
and serve as regulators of inflammation, in part by inhibiting neutrophil 
migration and adhesion. Lipoxin A4 is rapidly regulated by conversion to 
inactive LX metabolites via local metab. that involves dehydrogenation as 
the predominant route. Here, several LXA4 analogs were designed that 
resisted rapid conversion by both differentiated HL-60 cells and 
recombinant 15-hydroxyprostaglandin dehydrogenase, systems where native 
LXA4 is degraded within minutes. The rank order of conversion by 
recombinant dehydrogenase was LXA4 Me ester > PGE2 .apprxeq. PGE2 Me ester 
> LXA4 »> the novel LXA4 analogs. In addn., 15 (R/S) -methyl -LXA4, 
15-cyclohexyl-LXA4, and 16-phenoxy-LXA4 proved to retain LXA4 bioactivity 
and inhibited neutrophil transmigration across polarized epithelial cell 
monolayers as well as adhesion to vascular endothelial cells. These 
results indicate that LXA4 analogs can be designed using these criteria to 



IT 
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CN 



resist rapid transformation and to retain biol . actions of native LXA4. 
Moreover, the results suggest that LXA4 stable analogs can be useful tools 
both in vitro and in vivo to evaluate LXA4 actions and therapeutic 
potential . 
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Absolute stereochemistry. 
Double bond geometry as shown. 
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AB Compds. having the active site of natural lipoxins, but a longer tissue 
half-life, in particular I [R = H, Me; Rl = pentyl , cyclohexyl, CH20Ph] 
and their 11, 12-didehydro analogs are disclosed. These small mols. are 
useful for treating vasoconstrictive, inflammatory, myeloid suppressive, 
cardiovascular, and gastrointestinal diseases. Thus, I inhibited 
neutrophil adhesion to endothelial cells and polymorphonuclear cell 
adhesion to endothelial cells triggered by leukotriene B4. lHe acetylenic 
analogs of I were more stable than I. 
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A pharmaceutical compn. for treating or preventing a disease or condition 
assocd. with columnar epithelial inflammation or with abnormal 
transportation of fluids , electrolytes , or nutrients by a columnar 
epithelium contains lipoxin A4 or its analogs. Columnar epithelium is an 
epithelium of the intestine, kidney, stomach, liver, thyroid, trachea, 
lung, gall bladder, urinary bladder, bile duct, pancreatic duct, or 
testicle. 
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